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I Stephen R. Jaspers, Ph.D. state the following; 
1. 1 have a Ph.D. in biochemistry. 

2. I am a principal scientist in the department Genetics, ZymoGenetics, Inc., Seattle, 
Washington 98102, the assignee of the present application. My curriculum vitae is 
attached to the present declaration, 

3. I am familiar with the subject matter of the present patent application, namely Zcytorl 1 
polypeptide, the polynucleotide that encodes the polypeptide, the claimed invention of the 
present application, and antibodies that specifically bind to the Zcytorl 1 polypeptide. 

4. I have read the Office Action dated May 30, 2001 . 

5. I disagree with the statement in the Office Action that the claimed invention is not 
supported by either a specific asserted utility or a well-established utility for the following 



6. Antibodies that specifically bind to Zcytorl 1 are very useful to isolate cells of the 
pancreas that express Zcytorl 1. This is clearly disclosed on page 22 lines 24 - 25, and 
page 27 lines 21 -22. 



reasons. 
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7. It is well within the routine skill in the art to isolate cells using antibodies once a receptor 
is known that is expressed by the desired cell population. The recombinant receptor can 
be expressed in soluble form and injected into a mammal such as a mouse or rabbit to 
produce polyclonal or monoclonal antibodies using techniques known by one of ordinary 
skill in the art. The antibodies to Zcytorl 1 can then be used to separate the desired or 
associated cells using techniques well known to one of ordinary skill in the art such as, 
fluorescence-activated cell sorting (FACS). 

8. As evidence of this please see the accompanying exhibits. Exhibit 6, pages 156-159 
from the text "Molecular Biology of the Cell", Alberts, B. et al published by Garland 
Publishing, Inc. (New York, New York 1994) describe how powerful a tool an antibody 
that binds to a membrane-bound protein, such as Zcytorl 1, is to purify a population of 
cells that express it, and how important it is to be able to study a purified population of 
cells. See page 156 of Exhibit 6, which states at the beginning of the last full paragraph 
titled "Isolating Cells and Growing Them in Culture". The text states the following. 

Although the structure of organelles and large molecules in a cell can be 
seen with microscopes, a molecular understanding of a cell requires 
detailed biochemical analysis. Unfortunately, most biochemical procedures 
require large numbers of cells and begin by disrupting them. If the sample 
is a piece of tissue, fragments of all of its cells will be mixed together, 
creating confusion if the cells are of several types, which is almost always 
the case. In order to preserve as much information as possible about each 
individual type of cell, cell biologists have developed ways of dissociating 
cells from tissues and separating various types. The resulting, relatively 
homogenous population of cells then can be analyzed-either directly or 
after their number has been greatly increased by allowing them to 
proliferate in culture. (Emphasis added) 

Thus, this clearly shows how necessary it is for a biochemist to work with purified, 
homogenous populations of cells and that an antibody to a membrane-bound protein or receptor 
is a powerful tool to isolate cells that express it. Thus, an antibody to Zcytorl 1 has a specific and 
substantial utility in that it can be used to produce isolated, homogenous populations of cells of 
the pancreas that express Zcytorl 1. 

Exhibit 7, pages 291-305 from the text "Antibody Techniques" Malik and Lillehoj, E.P., 
editors , published by Academic Press (San Diego, CA, 1994), Exhibit 8, pages 28.10-28.12 from 
the text "Immunology"4 th Ed. By Roitt, I. et al, published by Mosby (London, England 1996), 
and Exhibit 9, pages 519-520 from the text "Cellular and Molecular Immunology, Abbas, A.K., 
et al, published by W.B. Saunders Company (Philadelphia, PA, 2000) illustrate that antibodies 
that bind cell-surface antigens are very useful as tools to isolate and quantify the cells that 
express the cell-surface antigens. These exhibits also illustrate that it is with the routine skill in 
the art to isolate and quantify cells using antibodies to the cell-surface antigens. See the second 
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full paragraph of Exhibit 9, which states "Antibodies specific for antigens expressed on or in 
particular cell types are commonly used to identify these cells in tissues or cell suspensions and 
to separate these cells from mixed populations". Page 28.12 illustrates another method called 
"panning" to isolate cells using an antibody that binds to a cell-surface protein. Thus, the 
polynucleotides that encode Zcytorl 1 have a well-recognized, real-world utility to produce the 
Zcytorl 1 protein, which can be used to produce antibodies that can be used to isolate and 
quantify pancreatic cells that express Zcytorl 1. 

9. I further declare that I believe all statements made herein are true; and further that these 
statements were made with the knowledge that willful false statements and the like so made 
are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United 
States Code and that such willful false statements may jeopardize the validity of the 
application or any patents issuing thereon. 





3 




ADDRESS 

Home: 5829 150th PL SW 
Edmonds, WA 98026 



E-mail: jasperss@zgi.com 
Phone: 425-743-2406 

EDUCATION 

DEGREE YEAR 

B.S. 1980 

Ph.D. 1984 

Postdoctoral 1984-1991 



Stephen R. Jaspers 



Office: ZymoGenetics, Inc. 

1201 Eastlake Ave East 
Seattle, W A 98102 



Phone: 206-442-6735 
FAX: 206-442-6608 



DEPARTMENT AND INSTITUTION 

Biochemistry, Washington State University, Pullman, WA 

Biochemistry, Minor: Pharmacology 
University of Arizona, Tucson, AZ 

Biochemistry and Molecular Biology, University of 
Massachusetts Medical Center, Worcester, MA 



HONORS AND AWARDS 



1997 
1987 

1985 



Eureka Award, ZymoGenetics, Inc. 

Postdoctoral National Research Fellowship Award, 

National Institute of Diabetes and Digestive and Kidney Diseases 

Department of Biochemistry Dissertation Award 

University of Arizona 



SUMMARY OF RESEARCH AND PROFESSIONAL EXPERIENCE 



2001 -present 

1998-2001 

1996-1998 

1995-1996 

1994-1995 

1993-1994 

1991-1993 



Principal Scientist, Genetics, ZymoGenetics, Inc. 

Principal Scientist, In Vitro Biology, , ZymoGenetics, Inc. 

Director, Biology Network, , ZymoGenetics, Inc. 

Assoc. Director, Diabetes Research, ZymoGenetics, Inc. 

Senior Scientist, Diabetes Research, ZymoGenetics, Inc. 

Scientist, Diabetes Research. ZymoGenetics, Inc. 

Research Assistant Professor, Department of Biochemistry and 
Molecular Biology, University of Massachusetts Medical Center. 
Regulation of Glycogen Metabolism and the Function of 
Phosphoprotein Phosphatases in Hormone Signal Transduction. 



1992-1993 



Assistant Director, Peptide Synthesis/ Antibody Production Core 
Facility, University of Massachusetts Medical Center. Coordination of 
peptide-protein conjugate synthesis for use in antibody production . 



1985-1993 



Technical Advisor/ Protein Chemist. East Acres Biologicals, 
Southbridge, MA. Director: Ken Pickren. 



1984-1991 



Postdoctoral Research Associate , Department of Biochemistry and Molecular 
Biology, University of Massachusetts Medical Center. Sponsor: Dr. Thomas B. 
Miller, Jr. Regulation of glycogen metabolism in heart and liver. 



1980-1984 



Graduate Research, Department of Biochemistry, University of Arizona. 
Advisor: Dr. Marc E. Tischler. Metabolic Responses of Skeletal Muscle to 
Hypokinesia/Hypodynamia. Minor: Pharmacology. 



1979-1980 



Undergraduate Research, Washington State University. Advisor: 
Dr. Michael Griswold. The effect of hormones on rat Sertoli cells 
in culture, testosterone metabolism in transformed cells. 



1978-1979 
(summer) 



Laboratory Assistant-Technician; Department of Social and Health 
Services, State of Washington. Regional Pesticide Control 
Laboratory, Wenatchee, Washington. Director: Dr. A. Robbins. 



PATENTS: 

Hexokinase II promoter and assay methods. US 5,741,704 April 21, 1998 
Testis-specific insulin homolog proteins US 5,959,075 September 28, 1999 
Human Prohormone Convertase 4 US 6,013,503 ; January 1 1,2000 
Polynucleotides encoding insulin homolog zins3 US 6,046,028 April 4, 2000 
Human Prohormone Convertase 4 US 6,100,041; August 8, 2000 

Methods for stimulating pancreatic islet cell regeneration US 6,1 14,307 September 5, 2000 
Human Prohormone Convertase 4 US 6,127,162 October 3, 2000 
Testis-specific insulin homolog polypeptides US 6,183,991 February 6, 2001 



PUBLICATIONS 

Xu, W, SR Presnell, , J Parrish-Novak, W Kindsvogel, S Jaspers, ZChen, SR Dillon, ZGao, T Gilbert, 
K Madden, S Schlutsmeyer, L Yao, TE Whitmore, Y Chandrasekher, FJ Grant, M Maurer, L Jelinek, H 
Storey, T Brender, A Hammond, S Topouzis, CH Clegg, DC Foster. A soluble class II cytokine receptor, 
IL-22RA2, is a naturally occurrring IL-22 antagonist. Proc Natl Acad Sci 98:9511-9516, 2001 

Lok, S, DS Johnston, D Conklin, CE Lofton-Day, R Adams, A Jelmberg, TE Whitmore, S Schrader, 
MD Griswold and SR Jaspers. Identification of INSL6, a new member of the insulin family that is 
expressed in the testis of the human and rat. Biol. Reproduction. 62: 1593-1599, 2000 

Conklin, D, CE Lofton, BA Haldeman, A Ching, TE Whitmore, S Lok and SR Jaspers. Identification of 
INSL5, a new member of the insulin superfamily. Genomics 60: 50-56, 1999 

Whitmore, TE, MF Maurer, HL Day, AC Jelmberg, MM Dasovich, LM Sundborg, SK Burkhead, MD 
Heipel, KL Madden, JM Dramer, JL Kuijper, WF Xu, SR Jaspers, RD Holly and S Lok. The assignment of 
the human insulin receptor-related receptor gene (INSRR) to chromosome Iq21->q23 by the use of 
radiation hybrid mapping. Cytogenet Cell Genet 87: 93-94, 1999 



Mcintosh, C.H.S., I. Bremsak, F.C. Lynn, R. Gill, S.A. Hinke, R. Gelling, C. Nian, G. McKnight, S. 
Jaspers, R.A. Pederson.Glucose-dependent insulinotropic polypeptide stimulation of lipolysis in 
defferentiated 3T3-L1 cells: wortmannin-sensitive inhibition by insulin. Endocrinology 140: 398-404, 
1999 

Baltensperger, K, L.M. Kozma, S.R. Jaspers, and M.P. Czech. Regulation by insulin of 
phosphatidylinositol 3'-kinase to alpha- and beta-isoforms of p85 regulatory subunit. J Biol Chem 
269(46): 28937-46. 1994 

Miller, C, J. Rulfs, S.R. Jaspers, M. Buckholt, T.B. Miller, Jr.; Transformation of adult ventricular 
myocytes with temperature sensitive A58(tsA58) mutant of the SV40 large T antigen. Mol. Cell. Biochem. 
136(1): 29-34, 1994 

Wadzinski, B.E., W.H. Wheat, S. Jaspers, L.F. Peruski Jr., R.L. Lickteig, G.L. Johnson and D.J. Klemm; 
Nuclear protein phosphatase 2A dephosphorylates protein kinase A-phosphorylated CREB and regulates 
CREB transcriptional stimulation. Mol Cell Biol 13(5): 2822-34, 1993 

Jaspers, S.R., A. K. Garnache and T.B. Miller, Jr.; Factors affecting the activation of glycogen synthase in 
primary culture cardiomyocytes. J Molo Cell Cardiol 25(10): 1171-8, 1993 

Buczek-Thomas, J.A., S. Jaspers, and T.B. Miller, Jr.; Post-receptor defects account for the phosphorylase 
hypersensitivity in cultured diabetic cardiomyocytes. Mol Cell Biochem 117: 63-70, 1992 

Buczek-Thomas, J.A., S. Jaspers, and T.B. Miller, Jr.; (1992) Adrenergic activation of glycogen 
phosphorylase in primary culture diabetic cardiomyocytes. Am. J. Physiol. 262: H649-H653, 1992. 

Pallas, DC, W. Weller, S. Jaspers, T.B. Miller, Jr., W.S. Lane and T. M. Roberts; (1992) The third subunit 
of protein phosphatase 2A, a 55 Kda protein which is apparently substituted for by T antigens in complexes 
with 36 and 63 Kda PP2A subunits, bears remarkably little resemblance to T antigens. J. Virol. 

66: 886-893. 

Matic, G., S. Jaspers, T.B. Miller, and A. Michelson. (1991) Platelet glycogen synthase: Further 
characterization and effect of insulin. Thrombosis Res. 63: 427-432. 

Corvera, S., S. Jaspers, and M. Pasceri. (1991) Acute inhibition of insulin-stimulated glucose transport by 
the phosphatase inhibitor, okadaic acid. J. Biol. Chem. 266: 9271-9275. 

Pallas, D., Druker, B., Mamon, H., Li, P., Shahrik, L., Martin, B., Brautigan, D. } Jaspers, S., Miller, T. t 
Serunian, L., Cantley, L., Schaffhausen, B., Roberts, T. (1991) Interactions of polyoma virus T antigens with 
host cell proteins, in: Advances in Applied Biotechnology Series, Vol. 7; Gene Regulation and AIDS, 
Transcriptional Activation, Retroviruses and Pathogens, pp.95- 106. Portfolio Publishing Co., Woodlands, TX. 

Miller, T.B., Jr., and S. Jaspers. (1991) The effects of diabetes on glycogen metabolism in ventricular 
cardiomyocytes. in: The Diabetic Heart, M. Nagano and N.S. Dhalla(eds.), Raven Press, Ltd., New York, 
pp. 323-337. 

Karlund, J.K., S.R. Jaspers, N. Khalaf, A.P. Bradford, T.B. Miller, and M.P. Czech. (1991) An insulin- 
stimulated kemptide kinase purified from rat liver is deactivated by phosphatase 2A. J. Biol. Chem. 266: 
4052-4055. 

Jaspers, S.R. and T.B. Miller, Jr. (1991) : Purification and the immunological characterization of rat 
protein phosphatase type 2A: enzyme levels in diabetic heart and liver. Mol. Cell. Biochem. 101: 167-174. 



Hsu, S.D., S.R. Jaspers, B.B. Davis, R.R. Cardell, Jr., T.B. Miller, Jr., and R.L. Drake. (1990) Appearance 
of a nonfunctional form of hepatic glycogen synthase in late gestation. Arch. Biochem. Biophys. 281(1): 
152-156. 

Pallas, D.C., L.K. Shahrik, B.L. Martin, S. Jaspers, T.B. Miller, D.L. Brautigan, and T.M. Roberts. (1990) 
Polyoma middle and small T antigens and SV40 small T antigen form stable complexes with protein 
phosphatase 2A. Cell 60: 167-176. 

Tischler, M.E., E.J. Henriksen, S.R. Jaspers, S. Jacob and C. Kirby. (1989) Changes in muscles 
accompanying non-weight-bearing and weightlessness. Advances in myochemistry: 2, 325-338. 

Rulfs, J., S. R. Jaspers, A.K. Garnache and T.B. Miller, Jr. (1989) Phosphorylase synthesis in diabetic 
hepatocytes and cardiomyocytes. Am. J. Physiol. 257(20): E74-E80. 

Jaspers, S.R., E.J. Henriksen, D. Gater and M.E. Tischler. (1989) Effects of immobilization on amino acids 
in non- weight-bearing rat soleus muscles. Metabolism 38: 303-310. 

Jaspers, S.R., J. Rulfs, G.L. Johnson, J. Mole and T.B. Miller, Jr. (1989) Amino-terminal sequence 
analysis of rat heart and muscle glycogen synthase: Homology to the rabbit enzyme and the implications 
for hormonal control. Archives of Biochemistry and Biophysics 268(2): 630-636. 

Jaspers, S.R., S. Jacob, E. Henriksen, and M.E. Tischler. (1989) Metabolism of branched chain amino 
acids in unloaded leg muscles from intact and adrenalectomized rats. Metabolism 38(2): 109-1 14. 

Jaspers, S.R. and M.E. Tischler. (1988) Insulin effects on amino acid uptake by unloaded rat hindlimb 
muscles. Hormone and Metabolic Research 20:125. 

Jaspers, S.R. , J.M. Fagan, S. Satarug, P.H. Cook and M.E. Tischler (1988) Effects of immobilization on 
rat hindlimb muscles under non- weight bearing conditions. Muscle & Nerve 1 1 : 458-466. 

Johnson, G.L., D.L. Brautigan, C. Shriner, S. Jaspers, J. Arino, J.E. Mole, T.B. Miller, Jr. and M. Mumby. 
(1987) Sequence homologies between type 1 and 2A protein phosphatases. Molecular Endocrinology 1: 
745-748. 

Wolleben, CD., S.R. Jaspers and T.B. Miller, Jr. (1987) Use of adult rat cardiomyocytes to study cardiac 
glycogen metabolism. Am. J. Physiol. 252: E673-E678. 

Jaspers, S.R. and M.E. Tischler (1986) Role of glucocorticoids in the response of rat leg muscles to 
reduced activity. Muscle & Nerve 9: 554-561. 

Jaspers, S.R. and M.E. Tischler (1986) Metabolism of amino acids by atrophied soleus of tail-casted 
suspended rats. Metabolism 35(3): 216-223. 

Tischler, M.E., E.J. Henriksen, S. Jacob, P. Cook and S.R. Jaspers (1985) Response of rat hindlimb 
muscles to 12 hours recovery from tail-cast suspension. The Physiologist 28(suppK): S129-S130. 

Tischler, M.E., S.R. Jaspers, E.J. Henriksen and S. Jacob (1985) Responses of skeletal muscle to 
unloading- a review. The Physiologist 28(suppl.): S13-S15. 

Jaspers, S.R., J.M. Fagan and M.E. Tischler (1985) Biochemical response to chronic shortening in 
unloaded soleus muscles. J. Appl. Physiol: Respirat. Environ. Exercise Physiol. 59(4): 1159-1163. 

Jaspers, S.R. and M.E. Tischler (1984) Atrophy and growth failure of rat hindlimb muscles in tail-cast 
suspension. J. Appl. Physiol: Respirat. Environ. Exercise Physiol. 57(5) 1472-1479. 



Tischler, M.E., S.R. Jaspers and J.M. Fagan (1983) Prevention of metabolic alterations caused by 
suspension hypokinesia in rats. The Physiologist 26(suppL): S98-S99. 

Tischler, M.E. and S.R. Jaspers, (1982) Synthesis of amino acids in weight bearing and non-weight 
bearing leg muscles in suspended rats. The Physiologist 25(suppl.): S155-S156. 



